Supporting information S1. PDB screening for water molecules neighboring the active site of retroviral proteases
Screening of the Protein Data Bank holdings using the built-in search engine on its website (www.rcsb.org) with the following key-words: Taxonomy Tree = Retroviridae, Experimental Method = X-RAY, Molecule Name = protease; resulted in 708 unique entries (see S1.1.). All results were then screened using PyMol environment for water molecules within 3.5 Å of the catalytic aspartate or asparagine (in cases of mutation). The output contains 65 structures (see S1.2.), all of which were checked manually to verify the location of water molecules using Coot. The search was done on 25 th of January 2019. 4DQF, 4DQG, 4DQH, 4E43, 4EJ8, 4EJD, 4EJK, 4EJL, 4EP2, 4EP3, 4EPJ, 4EQ0, 4EQJ, 4EYR, 4F73, 4F74,  4F75, 4F76, 4FAE, 4FAF, 4FE6, 4FIV, 4FL8, 4FLG, 4FM6, 4GB2, 4GYE, 4GZF, 4HDB, 4HDF, 4HDP, 4HE9,  4HEG, 4HLA, 4HVP, 4I8W, 4I8Z, 4J54, 4J55, 4J5J, 4JEC, 4K4P, 4K4Q, 4KB9, 4L1A, 4LL3, 4M8X, 4M8Y,  4MC1, 4MC2, 4MC6, 4MC9, 4NJS, 4NJT, 4NJU, 4NJV, 4NKK, 4NPT, 4NPU, 4OBD, 4OBF, 4OBG, 4OBH,  4OBJ, 4OBK, 4PHV, 4Q1W, 4Q1X, 4Q1Y, 4Q5M, 4QGI, 4QJ2, 4QJ6, 4QJ7, 4QJ8, 4QJ9, 4QJA, 4QLH,  4RVI, 4RVJ, 4RVX, 4TVG, 4TVH, 4U7Q, 4U7V, 4U8W, 4UPJ, 4YDF, 4YDG, 4YE3, 4YHQ, 4YOA, 4YOB,  4Z4X, 4Z50, 4ZIP, 4ZLS, 5AGZ, 5AH6, 5AH7, 5AH8, 5AH9, 5AHA, 5AHB, 5AHC, 5B18, 5BRY, 5BS4, 5COK,  5CON, 5COO, 5COP, 5E5J, 5E5K, 5HVP, 5IVQ, 5IVR, 5IVS, 5IVT, 5JFP, 5JFU, 5JG1, 5KAO, 5KQX, 5KQY,  5KQZ, 5KR0, 5KR1, 5KR2, 5T2E, 5T2Z, 5T84, 5T8H, 5TYR, 5TYS, 5UFZ, 5ULT, 5UOV, 5UPJ, 5UPZ, 5V4Y,  5VCK, 5VEA, 5VJ3, 5W5W, 5WLO, 5YOJ, 5YOK, 5YRS, 6B36, 6B38, 6B3C, 6B3F, 6B3G, 6B3H, 6B4N, 6BRA, 6BZ2, 6C8X, 6C8Y, 6CDJ, 6CDL, 6DGX, 6DGY, 6DGZ, 6DH0, 6DH1, 6DH2, 6DH3, 6DH4, 6DH5,  6DH6, 6DH7, 6DH8, 6DIF, 6DIL, 6DJ1, 6DJ2, 6DJ5, 6DJ7, 6DV0, 6DV4, 6E7J, 6E9A, 6UPJ, 7HVP, 7UPJ , 8HVP, 9HVP S1.2. List of entries containing water molecules within the active site that were checked manually: 1AXA, 1AZ5, 1BDL, 1G6L, 1HPX, 1HTE, 1LV1, 1MVP, 1N49, 1RPI, 1SIP, 1TCW, 1TW7, 1XL2, 2G69 , 2HB4, 2PC0, 2RSP, 2WHH, 3BC4, 3DOX, 3GGA, 3I8W, 3IXO, 3KFN, 3KT2, 3KT5, 3MIM, 3MIM, 3NR6, 3OQ7, 3OQD, 3OTS, 3OU1, 3OU1, 3OU4, 3OU4, 3OUD, 3OUD, 3QN8, 3QP0, 3QRS, 3R0Y, 3SQF, 3T11, 3TKG, 3UF3, 4EJ8, 4EJL, 4EYR, 4GYE, 4L1A, 4L1A, 4NKK, 4NPT, 4NPU, 4QLH, 4YOB, 4Z4X, 4Z50, 5B18, 5KR1, 5T2E, 5T84
S1.1. List of tested entries
1AID,
Fig. S1
Summary of modeled residues in structures 1M, 1MI and 3MI, by protein chains. Wild type sequence is denoted as wt; 3sqf stands for the previously reported monomeric structure of M-PMV PR (Gilski et al., 2011) . Lower-case symbols indicate residues for which only main chain was modeled (truncated at Cα). Hyphens are used for residues that were not modeled. 
